Background: Left atrial dimension (LAD) and other parameters of echocardiography have been reported to be associated with the risk of atrial fibrillation (AF). However, few studies have investigated the associations between echocardiographic parameters and the risk of AF in the Asian general population, which has a low AF incidence. Methods: A prospective cohort study was performed in 1,424 individuals in the Suita study with echocardiographic parameters, including LAD, and no history of AF. After echocardiography, the participants were followed using 12-lead electrocardiography and questionnaires to detect AF incidence. The multivariable-adjusted hazard ratios (HRs) of echocardiographic parameters for AF incidence were estimated after adjustment for the risk factors of the AF risk score. Results: During the median 6.0 years of follow-up, 31 AF cases occurred. The multivariable-adjusted HR of a 1-mm increase in LAD for AF was 1.18 (95% confidence interval [CI], 1.08-1.28). The multivariable-adjusted HR for AF of a 1-standarddeviation increase in LAD was higher than that of left ventricular internal dimensions in diastole, left ventricular mass, ejection fraction, and percent fractional shortening, and it was the only significant factor. In 667 participants with both LAD and LA volume (LAV) measurements, LAD and LAV were independently associated with the risk of AF incidence. Conclusions: LAD on echocardiography was an independent risk factor of incident AF in the Japanese population. LAD might be useful for identifying individuals with a high risk of AF in health check-ups of the general population.
INTRODUCTION
Atrial fibrillation (AF) is associated with increased risks of stroke, myocardial infarction, heart failure, dementia, chronic kidney disease, and mortality. 1, 2 Although the prevalence of AF in Japan has been lower than that in Western countries, 3 it is estimated to increase in 2050 based on population projections. 4 Thus, prevention of AF is an important challenge to extend healthy life expectancy in the Japanese population.
In the strategy for AF prevention, not only controlling AF risk factors, but also effectively and non-invasively finding individuals at risk is important. Transthoracic echocardiography is a noninvasive tool to examine cardiac function and morphology. Previous studies in the Western population have reported that left atrial dimension (LAD) and other echocardiographic parameters are associated with the risk of incident AF. 5, 6 However, to the best of our knowledge, no previous study has investigated the associations between echocardiographic parameters and AF incidence with adjustment for AF risk factors in the Asian general population, which has a low AF incidence.
To investigate the associations between echocardiographic parameters and AF incidence in the Japanese general population, a prospective cohort study involving the participants of the Suita study was performed.
METHODS

Study participants
The Suita study, 7 a cohort study of cardiovascular disease (CVD), was established in Suita City, Osaka, Japan. In the study, 6,485 participants, who were randomly selected from the municipal population registry, participated in a baseline survey at the National Cardiovascular Center (NCVC) between September 1989 and February 1994, and they have been followed with biennial examinations. Since 2007, echocardiography was performed once in the participants.
From July 1, 2007 to September 30, 2017, echocardiography was performed in 2,175 participants with no AF history and no symptoms of heart failure based on questionnaires. Among them, individuals with mitral stenosis on echocardiography (n = 4), technically inadequate or unavailable LAD data (n = 43), missing data for the covariates (n = 6), fasting <8 hours (n = 56), and those lost to follow-up (n = 255) were excluded. From the remaining 1,811 participants with LAD measurements, 387 individuals were additionally excluded due to technically inadequate or unavailable data for left ventricular internal dimensions in diastole and systole (LVIDd and LVIDs), interventricular septum (IVS), left ventricular posterior wall (LVPW), and ejection fraction (EF). The remaining 1,424 participants (590 men and 834 women) were then analyzed in the present study (eFigure 1). Left atrial volume (LAV) was available in only 667 participants (235 men and 432 women), because LAV measurement was started in 2010.
Written informed consent was given by all participants. The present study was approved by the Institutional Review Board of the NCVC (M19-005-7).
Echocardiography
A well-trained technician performed the echocardiography (EUB-6500 and 2.5-MHz transducer [EUP-S50A], Hitachi, Tokyo, Japan). LAD was determined according to the American Society of Echocardiography recommendations in 2005 using a trailing-edge-to-leading-edge convention to measure the maximal distance between the posterior aortic root wall and the posterior left atrial wall at end systole. 8 Parasternal long axis left ventricular wall thicknesses (IVS and LVPW) and LVID were measured using M-mode at diastole and systole, and LVM was calculated using the Cube formula 9 : LVM(g) = 0.8 + 1.04{(LVIDd + IVS + LVPW) 3 − LVIDd 3 } + 0.6. EF and LAV were measured using the modified Simpson method. LVM and LAV were standardized for body size by dividing LVM and LAV by body surface area calculated using Fujimoto's method. 10 Percent fractional shortening (%FS) was calculated as {(LVIDd − LVIDs)=LVIDd} + 100.
Other measurements
The following measurements were performed on the day of echocardiography. Well-trained nurses obtained information on smoking, 11 alcohol consumption, and medical histories. The assessment of alcohol consumption was previously reported. 12 Briefly, for current drinkers, the frequency of alcohol consumption during a typical week and the total alcohol intake on each occasion were asked, and the average alcohol intake per day was calculated. The usual daily intake of alcohol was assessed in units of "gou" (corresponding to 23 g of ethanol), and half a gou was defined as one drink, a value nearly equal to a 'standard drink' in other countries. 13 Excessive drinking was defined in the present study as current alcohol intake ≥2.0 drinks=day. 14 Well-trained nurses measured participants' blood pressure (BP) in the right arm twice with the participant in a seated position after 5 minutes of rest using a standard mercury sphygmomanometer. The average of the measurements was used in the analyses. Height in socks and weight in light clothing were measured. The body mass index (BMI) was calculated as weight (kg) divided by the square of height (m 2 ). Blood samples were collected at the NCVC after the participants had fasted for at least 8 hours. The samples were centrifuged immediately, and a routine blood examination that included serum total cholesterol (TC), high-density lipoprotein cholesterol (HDL-C), and triglyceride (TG) levels was then carried out. Non-HDL cholesterol (non-HDL-C) was calculated by subtracting HDL-C from TC.
Standard 12-lead electrocardiograms (ECGs) were obtained from all participants while in the supine position. Each record was coded independently using the Minnesota Code by two welltrained physicians.
Follow-up and endpoint determination
After the echocardiography, participants were followed for AF incidence. They were invited to the routine Suita health check-up examination, including ECGs. Well-trained nurses obtained the medical history questionnaires. The participants were diagnosed as having AF when AF (Minnesota Codes 8-3-1 and 8-3-3) was observed on an ECG or the research doctors confirmed that the participants had a history of AF after echocardiography through careful consideration of the participants' medical history.
The endpoint of each follow-up was whichever of the following occurred first: (1) the date of the first AF event; or (2) the date of the last health examination (up to March 31, 2018).
Statistical analysis
To show the baseline characteristics of the participants, continuous variables are expressed as means (standard deviations [SDs]), medians, or range, and categorical data are expressed as numbers or percentages. Age-adjustment of continuous variables was performed using ANCOVA, and that of categorical variables was performed via a direct method using Suita city population statistics in 2008 as the standard population.
Cox proportional hazards models were used to evaluate the associations between echocardiographic parameters and AF incidence. The echocardiographic parameters were LAD, the LAD tertiles, and 1-SD increases of LAD, LVIDd, LVM, LVMI, EF, and %FS. Age-and sex-adjusted and multivariable-adjusted hazard ratios (HRs) were estimated in the models. The covariates included in the model were age, sex, overweight (BMI ≥25.0 kg=m 2 ), hypertension (systolic BP ≥140 mm Hg and=or diastolic BP ≥90 mm Hg and=or present medication for hypertension), excessive alcohol drinking, current smoking, non-HDL-C, past history of coronary heart disease (CHD), the presence of valvular heart disease on echocardiography (aortic stenosis [AS] , and mitral regurgitation [MR] and=or aortic regurgitation [AR] moderate or greater), and the presence of arrhythmia other than AF. These covariates were determined by reference to the risk factors of the AF risk score in the Suita study. 15 In 681 participants, the risks for AF of LAD, LAV, LAVI, and 1-SD increases of these three parameters were also estimated.
All statistical analyses were performed using SPSS statistical software, version 22.0 J (IBM, Tokyo, Japan). P < 0.05 (twotailed) was considered significant.
RESULTS
During 8,118 person-years of follow-up, 31 incident AF cases were observed. The sex-specific follow-up data are presented in Table 1 .
The AF risk factors at baseline are presented according to LAD tertiles in Table 2 . Age, BMI, BP, glucose, and the percentage of male participants, overweight, medication for hypertension and diabetes, smoking, and excessive drinking were higher in higher LAD tertiles. Table 3 presents the age and sex-adjusted and the multivariable-adjusted HRs of LAD and the LAD tertiles for incident AF. The multivariable-adjusted HR of a 1-mm increase in LAD Echocardiographic Parameters and AF Risk in Japan for AF was 1.18 (95% confidence interval [CI], 1.08-1.28), and that of the highest LAD tertile for AF compared to that of the lowest was 4.61 (95% CI, 1.30-16.30). Table 4 presents the age-and sex-adjusted and the multivariable-adjusted HRs of a 1-SD increase of the echocardiographic parameters, including LAD, for incident AF. Among the parameters, a 1-SD increase of LAD showed the highest and the only significant increase of HR.
The HRs of LAD, LAV, and LAVI, and those of 1-SD increase of the parameters for incident AF in 681 participants are presented in eTable 1 and eTable 2. All three parameters were associated with a significantly increased risk of incident AF.
In 1,416 participants (30 AF events) with early diastolic filling velocity=atrial filling velocity (E=A) data available, the HR of , hypertension (systolic blood pressure ≥140 mm Hg and=or diastolic blood pressure ≥90 mm Hg and=or present medication for hypertension), current excessive alcohol drinking, current smoking, non-HDL-C, past history of coronary heart disease, valvular heart disease, and the presence of arrhythmia other than AF. AF, atrial fibrillation; BMI, body mass index; CI, confidence interval; FS, fractional shortening; HDL-C, high density lipoprotein-cholesterol; HR, hazard ratio; LAD, left atrial dimension; SD, standard deviation. Multivariable-adjusted HR: age, sex, overweight (BMI ≥25.0 kg=m 2 ), hypertension (systolic blood pressure ≥140 mm Hg and=or diastolic blood pressure ≥90 mm Hg and=or present medication for hypertension), current excessive alcohol drinking, current smoking, non-HDL-C, past history of coronary heart disease, valvular heart disease, and the presence of arrhythmia other than AF. Higashiyama A, et al. those with E=A <0.7 was 1.27 (95% CI, 0.46-3.51), and that of those with E=A >1.5 was 5.36 (95% CI, 1.66-17.28), compared to those with E=A ≥0.7 and E=A ≤1.5, respectively (data not shown).
DISCUSSION
In the present study, LAD measured using echocardiography was associated with the risk of incident AF in a relatively healthy Japanese population, after adjustment for the risk factors in the AF risk score of the Suita study. Furthermore, a 1-SD increase of LAD showed the highest HR for incident AF among the examined continuous echocardiographic parameters of cardiac structure and function.
To the best of our knowledge, the present study is the first population-based cohort study to show the risk of LAD enlargement measured using echocardiography for incident AF in an Asian general population, which has a low AF incidence compared to Western nations. The Framingham Heart Study reported that LAD, the sum of wall thicknesses, and %FS were independent predictors of incident AF in whites. 5 In the present study, LVM via the Cube formula and EF via the modified Simpson method were used, and they are now often measured. The ARIC study reported that only addition of LAD to the CHARGE AF score resulted in a significant improvement in the C-statistic for prediction of AF incidence in blacks, among the ECG parameters, such as LVID, %FS, LAD, LVMI, E=A (<0.7 and >1.5) and EF (<50%). 6 Although the HR of the participants with E=A >1.5 was high in the present study, the results seem to be consistent with those in the ARIC study. In a cross-sectional study in Korea, LVIDd, LVIDs, and EF were associated with the prevalence of AF. 16 However, the risk of the parameters for incident AF has not been investigated.
The incidence of AF was 4.3=1,000 person-years in men and women aged 60-79 years. In our previous Suita study, we developed a 10-year AF risk score, and the AF incidence was 6.7=1,000 person-years among those aged 60-79 years. 15 The lower incidence in the present study might be partly explained by the fact that the data of individuals who died from the disease caused by AF after echocardiography, and those lost to follow-up, were not included. Future study is needed to investigate the risk of LAD enlargement for AF incidence in all individuals with echocardiographic data after the latest determination of the AFrelated cause of death in the Suita study. Thus, the incidence in our previous study should be considered the accurate AF incidence for the Suita study, and the results of the present study should be interpreted with an understanding of the limited definition of the end of follow-up.
The recent guideline for echocardiography recommends that the anteroposterior linear dimension should not be used as the sole measure of LA size, because LAD may not represent an accurate picture of LA size. 9 However, in the present study, both increased LAD and LAV were independent risk factors for AF. To prevent AF in the general population, early detection of individuals at risk is important. Compared to LAV, LAD is more basic and easier to measure on echocardiography. With the recent development of portable echocardiography machines, screening of LAD in the general population could be useful in health checkups to identify individuals at high risk of AF.
In previous studies that investigated the association between LV systolic function and AF incidence in the general population, %FS was often used. 5, 6 In the Framingham Heart Study and the ARIC study, lower %FS was associated with a higher risk of AF, 5, 6 with the lowest risk among the participants with a %FS of 32-36% in the ARIC study. 6 The results in the present study were similar to those in the previous studies, but the risk decrease with higher %FS was not evident due to the relatively healthy participants with a low AF incidence and higher %FS in the present study. 5, 6 Furthermore, in the ARIC study, EF <50% was associated with an increased risk of AF. 6 However, the present study could not investigate the association between EF <50% and incident AF due to the small number of participants with EF <50% (n = 6). The results of decreased or increased E=A compared to normal E=A in the present study were similar to those in the ARIC study.
Possible mechanisms of incident AF are mechanical overload of the LA, autonomic modulation, and biochemical electrical remodeling in the atrium. [17] [18] [19] and these factors are combined simultaneously and sequentially. 3 Of these factors, mechanical overload is common as the underlying condition of AF. 3 Stretching of the atrial appendage leads to remodeling of the anatomy and physiology of the LA and increases dispersion of atrial refractoriness. 5, 20, 21 Impairment of LV end-diastolic filling pressure and LA emptying caused by LV size and dysfunction could also lead to the development of AF through worsening atrial structural remodeling. 6 AF itself reduces atrial contractility, contributes to atrial dilatation and more remodeling, and leads to the progression and perpetuation of the nature of AF. 22 In addition, hypertension, CHD, age, and inflammation act as triggers and propagating factors that directly affect the measures of cardiac structure and function and increase AF risk. 6 The limitations of the present study are as follows. First, AF incidence was small. Because the incidence in the present study was limited to persistent and=or paroxysmal AF detected using 12-lead ECG and self-reported history in the follow-up health check-ups, there could have been missed AF cases. Second, the participants could have been limited to a relatively healthy population among the participants in the Suita study, because the participants in the present study were those who could repeatedly visit for the follow-up health check-ups. Thus, interpretation of the results in the present study should be carefully considered in the clinical situation. Finally, LAVI was measured only in about half of the participants in the present study.
In conclusion, LAD enlargement on echocardiography was an independent risk factor for incident AF in a relatively healthy Japanese general population, and a 1-SD increase of LAD showed the highest HR for AF among the examined continuous echocardiographic parameters of cardiac structure and function. With the recent development of portable echocardiography machines, LAD could be useful to detect future risk for AF in the general population in community health check-ups. Cardiovascular Disease and Life-Style Related Diseases: H30-Junkankitou-Ippan-005), and by a Grant-in-Aid for Scientific Research C 16K09157 from the Japan Society for the Promotion of Science.
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